Abstract Although the functional significance of the metastasic tumor antigen (MTA) family of chromatin remodeling proteins in the pathobiology of cancer is fairly well recognized, the physiological role of MTA proteins continues to be an understudied research area and is just beginning to be recognized. Similar to cancer cells, MTA1 also modulates the expression of target genes in normal cells either by acting as a corepressor or coactivator. In addition, physiological functions of MTA proteins are likely to be influenced by its differential expression, subcellular localization, and regulation by upstream modulators and extracellular signals. This review summarizes our current understanding of the physiological functions of the MTA proteins in model systems. In particular, we highlight recent advances of the role MTA proteins play in the brain, eye, circadian rhythm, mammary gland biology, spermatogenesis, liver, immunomodulation and inflammation, cellular radio-sensitivity, and hematopoiesis and differentiation. Based on the growth of knowledge regarding the exciting new facets of the MTA family of proteins in biology and medicine, we speculate that the next burst of findings in this field may reveal further molecular regulatory insights of non-redundant functions of MTA coregulators in the normal physiology as well as in pathological conditions outside cancer.
Introduction
The Mta1 gene, the first discovered member of the metastasic tumor antigen (MTA) family of genes, was identified as a differentially expressed gene in rat mammary gland metastatic and human breast cancer cell lines [1, 2] . Accordingly, our current understanding of the biological functions of the MTA family is predominantly derived from cancer-based model systems. However, our understanding of MTA's physiological roles has began to expand more recently as a number of studies have detected MTA1 expression in most normal tissues and demonstrated that certain tissues express a substantially higher amount of MTA1 [1, [3] [4] [5] . To grasp the possible biological roles of MTA1 in mammals, studies involving subcellular expression of MTAs have been particularly insightful. With regard to expression in organ systems, although MTA1 is expressed in the nervous, endocrine, reproductive, immune, urinary, digestive, and sensory organ systems, its expression is particularly high in certain organs (i.e., murine liver, testes, brain, and kidney) [1, [3] [4] [5] . This suggests that MTA1 may potentially exhibit tissue-specific functions in certain organ systems in mice. Although the functional significance of MTA1 in the pathobiology of cancer is fairly well recognized, the physiological role of MTA1 continues to be an understudied research area and the focus of this review.
The MTA family has been closely associated with the Mi2/ nucleosome remodeling and deacetylase (NuRD) complexes [6] . The first clue about a previously unknown function of MTA1 in chromatin remodeling came from the experiments performed in Wang's laboratory in 1998 showing the presence of MTA1 in the NuRD complex [7] . This was followed by purification of the NuRD complex by Reinberg's laboratory, who detected the unexpected presence of MTA2-and not MTA1-in the complex [8] . In general, different MTA family members exist in exclusive NuRD complexes and do not coexist in the same complex [9] . These findings led to the notion that the specialized, non-redundant functions relating to the NuRD complexes that contained distinct MTA family members might be linked to the exclusiveness of the MTA family in a given complex [9] [10] [11] . Another recent advance in the field is the structural insights of MTA1 domains to the MTA1-NuRD corepressive complex [12] . In addition to the established corepressor activity of the MTA1-NuRD complex, MTA1 also acts as a coactivator in a NuRD-independent manner, a property that other MTA family members have not been demonstrated to exhibit [6] . Interestingly, the nature of such co-regulatory complexes is influenced by signalingdependent post-translational modifications on MTA1 protein (Fig. 1a) .
Because of the fundamental importance of chromatin remodeling in the regulation of gene expression, any alteration in the physiological levels of MTA family members-due to its gene expression, protein stability, or both-is expected to influence the expression of its target genes and, hence, the resulting functions in normal cells, tissues, and general physiology. Furthermore, physiological functions of MTA proteins are also likely to be influenced by extracellular signals that might influence subcellular localization. In this context, this review will attempt to summarize our current knowledge and postulate physiological functions of the MTA family with a particular emphasis on MTA1 in various experimental model systems.
MTA proteins in the lower vertebrates
Because the Mi2/NuRD complexes are evolutionarily conserved and have housekeeping functions, the existence of MTA homolog across the phylogenetic tree suggests potential significance of MTA homologous genes in invertebrates and the lower vertebrates [10, 11] . Phylogenetic analysis shows that MTA1-like proteins exist throughout the metazoan lineage and are found in highly studied model invertebrate systems-Caenorhabditis elegans and Drosophila melanogaster. For example, egl-27 and egr-1 in C. elegans have domain organization similar to MTA1 in mammals [13, 14] . Physiologically, egl-27 and egr-1 are involved in embryonic development of C. elegans, and its experimental inactivation leads to an abnormal patterning of the embryo [13, 14] . Similarly, the EGL-27 protein complex modulates the activity of transcription factors with roles in embryonic patterning [15] . Another mechanism through which EGL-27 and EGL-1 proteins block vulval development and participate in embryogenesis is through interaction with NuRD complexes. The EGL-27 interactions enforce repression of vulval target genes in the synMuvA pathway by modifying the local histone deacetylation [16] . The Egr-1 gene is also closely related to Droshophila, chordate, and higher vertebrate MTA1.
However, during the course of evolution, MTA proteins diverged into three members (MTA1, MTA2, and MTA3) in vertebrates. MTA1 and MTA3 might have evolved later, from ancestral MTA2, followed by possible gene duplication events [10] . In fact, analysis of Mi2 complex from lower vertebrates like amphibian Xenopus laevis showed the presence of an MTA-like protein which was later recognized as an ortholog of mammalian MTA2 [10] . Due to its evolutionary conservation in invertebrates, chordates, and lower vertebrates, the MTA family might have acquired more complex biological roles in higher vertebrates. We discuss below a few examples of MTA's biological role in distinct cellular processes. Although we noticed a relatively high MTA1 expression in the mouse brain [3] [4] [5] , the potential role of MTA1 in the brain remained unrecognized until the generation of MTA1−/− mice. Our quest in this area was also initially driven by finding that endogenous MTA1 complexes could be effectively pulled down along with DJ1 (or PARK7), a protein related to Parkinson's disease [17] . Because of an established role of DJ1 in controlling the expression of tyrosine hydroxylase (TH) and availability of a MTA1−/− mice, we explored a potential role of MTA1 in the regulation of TH expression in the human neuronal cell line and mouse brain. The functional implication of the loss of MTA1 was revealed using the MTA1 −/− mice model. Subsequently, these studies led to the observation that MTA1 acts as a coactivator for TH-transcription [18] . MTA1 achieves the noted coactivator activity via its direct interaction with DJ1 and the formation of the DJ1-MTA1-RNA polymerase II complex. However, the functionality of the MTA1/DJ1 coactivator complex requires the Pitx3 homeodomain transcription factor to facilitate its recruitment onto the TH promoter (Fig. 1b) . Consistent with a coactivator function of MTA1 on TH, the MTA1−/− mice exhibited a lower TH expression and dopamine production in the brain as well as disoriented locomotor skills [18] . These observations shed light on a novel biological role for MTA1 in the brain, supporting the hypothesis of polygenic regulation of a disease-causing gene.
The differential MTA1 expression in the brain of adult mice has also been implicated in aging [19] . Similar to MTA1 interaction with ER-alpha in breast cancer cells, MTA1 interacts with the ER-alpha's transactivation domain in the young adult mouse brain. The authors noticed a progressive loss of such interactions as well as MTA1's expression with age and suggested that MTA1 may affect the status of ER-alpha signaling in the brain [19] . In another study, MTA1 has been shown to interact with endophilin-3 through SH3 domains of two proteins. Similar to Mta1, the levels of endophilin-3 transcript are higher in the brain and testes. Because endophilin-3 predominantly localizes in the cytoplasm and participates in the process of endocytosis, the noted MTA1-endophilin-3 interaction has been proposed to influence the process of endocytosis in the brain [20] . In addition to MTA1, both MTA2 and MTA3 may also have some role in the brain. For example, MTA2 interacts with the A+U-rich element-binding factor 1 (AUF1) in developing cortical neurons. Because AUF1 is believed to also regulate transcription in addition to messenger RNA (mRNA) stability, the AUF1-MTA2/HDAC1 interactions have been proposed to modulate epigenetic signals in the cortex [21] . As opposed to Mta1 mRNA, the mouse brain is known to express two different transcripts of Mta3 of approximately 2 and 6.2 kb [22] . Interestingly, MTA3 is a component of a brain-restricted homolog (CHD5) to Mi2 chromatin remodeling complex in rats, which has been implicated in the regulation of neuronal genes with a possible role in aging and Alzheimer's disease [23] .
MTA1 in eye functions
During an investigation involving MTA1 regulation of a homeobox containing DNA-binding factor Six3-a transcription factor known for eye and retinal development [24] -we noticed that MTA1 acts as a corepressor of Six3-transcription and that genetic depletion of Mta1 leads to increased Six3 expression in the eyes from MTA1−/− mice [25] . While assaying the status of cell-specific markers, we also noticed an increased rhodopsin staining in the retina from MTA1−/− mice as compared to the levels in wild-type mice [25] . Rhodopsin is an important component of the phototransduction pathway and is crucial for vision under low-light conditions. Because the levels of both Six3 and rhodopsin were increased in the retina from MTA1−/− mice, these observations raised an interesting possibility that Six3 might be a coactivator of rhodopsin-transcription. Results from mechanistic studies suggested that MTA1 modulates the expression of rhodopsin by acting as a repressor of Six3 and that Six3 binds to rhodopsin-promoter to stimulate its transcription (Fig. 1c) . Interestingly, Six3 also cooperates with previously known coactivators NRL and CRX1 to stimulate rhodopsin transcription [26, 27] . The MTA1−/− mice exhibited an increased Six3 expression with rhodopsin expression. These findings suggested a potential role of chromatin remodeling activity of MTA1 in the eye via regulating the Six3-rhodopsin pathway. Because mutations in Six3 gene has been linked with nonsyndromic holoprosencephaly, an abnormality in brain formation in humans [28] , the revelation of the Six3-rhodopsin pathway raises an interesting speculation of a potentially defective rhodopsin pathway in holoprosencephaly patients with Six3 mutations.
MTA1-a new component of biologic clock
While searching for clues about physiological regulators of MTA1, we noticed the presence of an evolutionarily conserved canonical E-box motif (CACGTG) in the mouse Mta1-promoter. Because genes with E-box were likely to represent clock-controlled genes, we explored the hypothesis that MTA1 may be a component of the circadian clock. Evidences from MTA1−/− mice provided support for a role of MTA1 in circadian rhythm [29] . Genetic depletion of MTA1 in mice disturbs circadian rhythms under constant light and normal entrainment behavior, as evaluated in free running exercises. MTA1 regulates circadian circuits by interacting and recruiting CLOCK-BMAL1 to its own promoter for active transcription. In fact, MTA1 interacts with the CLOCK-BMAL1 complex to either self-regulate its own transcription or stimulate Cry-transcription (Fig. 1d) . Once MTA1 level is induced, it impairs the CRY1-mediated negative feedback loop. This study unfolds a novel role of MTA1 in modulating the biological clock through a positive feedback over the circadian machinery.
Role in heart development
The development of embryonic heart is mediated by a number of transcriptional factors, including FOG2. FOG2 acts by repressing GATA4 transcription factor-dependent expression of target genes. FOG2 achieve this function by interacting with the zinc-finger domain of the MTA1 protein to recruit the MTA1-NuRD corepressor complex to the GATA4 target genes [30] . MTA1 silencing impairs FOG2-dependent repression of GATA4 target genes. In brief, MTA1 controls FOG2-dependent GATA4 activity through the NuRD repressor complex and, thus, contribute to embryonic heart development in a mouse model [30] .
MTA proteins in mammary gland biology
Among the MTA family members, MTA1 and MTA3 have been shown to display opposite expression during the development of mammary gland tumors, starting with distinct subcellular localization in normal mammary ducts. For example, the expression of MTA1 and MTA3 is progressively increased and reduced, respectively, during tumor progression in a mouse model system [31] . Likewise, MTA1 was primarily localized in the nucleus of a small percentage of epithelial cells while MTA3 expression was detected in the cytoplasm and nuclear compartment of more epithelial cells [31] .
Both normal development as well as oncogenesis of the mammary gland is profoundly influenced affected by the Wingless 1 (Wnt1) and its target genes. Because Wnt1 expression is known to be directly repressed by Six3 DNAbinding protein in the retinal and neuronal cells [32] and because MTA1 represses Six3-transcription in the retinal cells [25] , we explored the hypothesis of MTA1 regulation of Wnt1 in the mammary epithelial cells and breast cancer cells. We found that MTA1 stimulates the expression of Wingless 1 (Wnt1) via repressing the transcription of its endogenous inhibitor Six3 [33] . We also demonstrated that depletion of the endogenous MTA1 in breast cancer cells upregulates the expression of Six3 while depletion of Six3 in mammary epithelial cells stimulates Wnt1 expression [33] . To deduce the significance of these findings in physiological relevant models, we next examined the status of MTA1-Six3-Wnt1 pathway in mammary glands from MTA1−/− mice. To our surprise, we observed that the depletion of MTA1 in mammary gland was accompanied by upregulation of Six3 expression and downregulation of β-catenin (a Wnt1 signaling target) as well as hypobranching of mammary glands from MTA1−/− mice as compared to mammary glands from wild-type mice [33] . Collectively, these results revealed a physiologic role of MTA1 as a novel upstream regulator of the Wnt1 pathway.
In addition to MTA1, MTA3 has been also shown to participate in mammary gland development as MTA3 overexpression in mouse mammary gland leads to defective side branching in virgin as well as in early pregnant female mice [34] . The mature mammary glands in MTA3 transgenic mice lack secondary and tertiary ductal branching and correlated with repressed Wnt4 expression in MTA3 transgenic mice as well as inhibition of β-catenin and Wnt-responsive genes in experimental systems [34] . In brief, MTA3-NuRD complex inhibits mammary gland development by suppressing Wnt4 signaling in a HDAC-dependent manner.
MTA proteins in spermatogenesis
Because the testes are one of few organs that have very high levels of MTA1 and the male germ cells express abundant MTA1 [35] [36] [37] , MTA1 is believed to have a potential regulatory role in spermatogenesis. In humans, MTA1 is largely dense around the nucleus of round spermatids and primary spermatocytes. Interphasic mouse spermatocytes undergoing leptotene, zygotene, and pachytene stages exhibit an intense nuclear staining [35] [36] [37] . The stage-specific differential expression of MTA1 during testes development is suggestive of its potential significance during spermatogenesis. MTA1 has also been shown to protect spermatogenic tumor cells against hyperthermia-induced apoptosis through its interaction with p53 during gametogenesis [35] [36] [37] . Further, MTA1-depletion in spermatogenic tumor cells increases p53-acetylation [37] , suggesting that MTA1 may be a negative regulator of p53 activity due to MTA1-NuRD-associated HDAC activity to influence apoptosis threshold after hyperthermia. Another member of the MTA family, MTA2, is induced by testosterone as well as by follicle-stimulating hormone (FSH) in Sertoli cells. Once induced, MTA2 also represses the transcription of the FSH receptor in FSH-stimulated cells as a part of a negative feedback regulatory loop [38] . Consistent with this pathway, experimental downregulation of MTA2 impairs the FSH-mediated downregulation of the FSH receptor [38] .
More recently, the expression of MTA1 and MTA1s has been shown to increase with gestation in rat placentas and MTA1's colocalization with estrogen receptor [39] . This raises the possibility that MTA1 may potentially regulate chromatin remodeling of its target genes in placenta and placental functions. Further, based on the lessons of corepression of ERα by MTA1 in breast cancer, it will be important to determine the influence of MTA1 and MTA1s in genomic and non-genomic effects of estrogen during pregnancy. These observations highlight the potential significance of MTA1 and MTA2 in reproductive biology.
Role in cell cycle in ovary
The MTA3 is highly expressed in the nucleus of granulosa cells within the ovarian follicles and corpus luteum in female mice. MTA3 promotes cell proliferation in the ovaries by interacting and subsequently recruiting the NuRD components such as CHD4 and HDAC1 to regulate gene transcription [40] . Additionally, MTA3 also interact with the core cohesion complex protein RAD21 to facilitate cell division in the ovaries. MTA3 depletion in mouse primary granulose cells resulted in decreased proliferation which could be effectively rescued by MTA3 overexpression. Interestingly, MTA3-deficient granulose cells show a significant accumulation of cells in the G2-M phase, revealing that MTA3 is essential for the progression of cells through the cell cycle [40] .
MTA proteins in immunomodulatory responses
Interestingly, MTA1 has been shown to modulate inflammatory responses and acts both as a target of NF-κB signaling as well as a component of NF-κB signaling. For example, stimulation of macrophages with Escherichia coli lipopolysaccharide (LPS) leads to transcriptional activation of MTA1 via the NF-κB pathway. The relevance of MTA1 in inflammatory signaling was made evident by studies showing that MTA1 depletion inhibits the ability of LPS to induce NF-κB signaling and cytokines in macrophages [41] . Unexpectedly, MTA1 manifests its dual coregulatory activity in the inflammatory response: under basal condition, MTA1 represses the expression of target cytokine genes while acting as a coactivator of cytokines in LPS-stimulated macrophages [41] . Additionally, LPS stimulation of macrophage is accompanied by increased expression of cytokines [42] ; MTA1 also stimulates the expression of transglutaminase 2-a crosslinking enzyme involved in immediate defense during injury or infection in LPS-stimulated cells [43] . These observations raise an interesting possibility that MTA1 expression is likely to be induced by extracellular signals which themselves induce NF-κB signaling pathway. Further, because NF-κB signaling plays an inherent role in the expression of pro-and anti-inflammatory cytokines, MTA1 is postulated to be an upstream modulator of inflammation and immunologic responses.
MTA2 has been implicated as a critical player in T cellmediated immunity. Results from the surviving MTA2−/− mice develop autoimmune traits and elevated circulating autoantibodies. Upon stimulation, T lymphocytes from MTA2−/ − mice elicit increased expression of IL-2, IL-4, and IFN-γ [44] , possibly due to the loss of corepressive activity of the GATA3-MTA2 complex [44, 45] . In this model, MTA2 acts against GATA3 for cytokine promoters resulting in elevated Th2 cytokine. These findings elucidate that MTA2 may be involved in rewiring cytokine signaling along the Th2 axis for T helper cell differentiation.
3.9 MTA1 in cellular radio-sensitivity While searching for possible clues about the stability of the MTA1 protein, it was noted that the endogenous levels of MTA1 are rapidly elevated in mouse fibroblasts and cancer cells as well as in mice (i.e., the mammary gland, skin, and thymus gland) upon exposure to ionizing radiation [46] . Because there was no change in the levels of MTA1 mRNA, a large body of experimental studies suggested that MTA1 is a DNA-damage responsive protein and its stability is regulated by COP1 E3-ligase in a manner dependent on the ATM kinase [46] . These early findings open up the possibility of MTA1 undisclosed role in DNA-damage response as a cascade of DNA repair pathways. In fact, genetic [46] and experimental depletion of MTA1 [47] have been shown to promote the sensitivity of target cells to a better survival upon DNAdamage stress. Additional mechanistic studies suggested that MTA1 participates in both p53-dependent and p-53-independent mechanisms of DNA repair [48, 49] . Surprisingly, MTA1 represses the expression of the p21WAF1-one of the most characterized p53-target genes-in a p53-independent manner, as the levels of p21WAF1 are induced in MTA1−/− fibroblasts despite the marginal increase in the levels of p53 by ionizing radiation [50] .
A large number of genes belonging to multiple cellular functions are influenced by MTA1 in both p53-dependent and p53-independent manners. For example, the two most affected canonical pathways of the Mta1-regulated but p53-independent genes belong to inflammation and cancer signaling [50] . In addition to ionizing radiation, MTA1 also participates in ultra-violet (UV)-triggered DNA-damage response. Exposure of cells to UV also stabilizes the MTA1 protein through functional interactions of ATR (ataxia teleangiectasia-and Rad3-related) kinase, and Chk1 (checkpoint kinase 1) [51] . Based on these results, it is postulated that endogenous levels of MTA1 level may act as a determinant of radio-sensitivity of cells and provide a possible protective role against spontaneous DNA-damage and stress signals. Therefore, a future targeting of MTA1 itself or a specific inspection of MTA1's biochemical roles will not only shed light of MTAs participation in cancer pathways, but could also be exploited to modify the radio-sensitivity of target cells.
MTA1 in liver functions
Because the expression of MTA1 is particularly high in rapidly regenerative liver [52] , the MTA1 pathway also participates in hepatic regeneration following liver injury. Li et al. have shown that following a partial hepatectomy in mice, the level of MTA1 elevates in the cytoplasm of liver cells and correlates well with proliferative activity [52] . Moreover, exogenous expression of MTA1 in mice liver leads to a marked expression of cellular indicators of proliferation such as cyclin-dependent kinase-1 (CDK1) and cyclin D [52] . These studies suggest an unappreciated role of MTA1 in hepatic proliferation and differentiation during pathological liver injury. In addition, MTA1 could also influence liver functionboth under basal or triggered responses-by regulating the expression of immuno-modulatory cytokines. This is exemplified by observations showing an influence of MTA1 status on inflammatory response against pathogens as genetic deletion of Mta1 in mice modulates the levels of multiple cytokines belonging to Th1 and Th2 responses [53] .
MTA proteins in hematopoiesis and differentiation
Another exciting lead regarding the physiological functions of MTAs comes from the role of MTA2 in erythropoiesis and red blood cell (RBC) membrane integrity. Data from chromatinbased analyses using erythroid and non-erythroid cells suggest an enrichment and co-occupancy of MTA2 along with transcriptional regulators like GATA1 and FOG1 onto the promoters of most RBC membrane proteins in erythroid cell types [54] . Furthermore, MTA2 binding to the GATA1 consensus sequences in promoters of membrane protein genes associated with RBC morphology further link MTA2 to RBC biology [55] . Because some of the RBC membrane proteins could regulate chromatin remodeling and the dysregulation of RBC membrane proteins are known to be associated with pathologic conditions such as hemolytic anemia, one cannot rule out a role of MTA2 (and perhaps other MTA family members) in blood homeostasis. In this context, another family member, MTA3, has also been shown to modulate hematopoiesis in a model system: MTA3 silencing in zebra fish embryos blocks hematopoietic cell differentiation and leads to abnormal angiogenesis, a situation which could be somewhat mimicked by the use of HDAC inhibitors [56] . As MTA3 functions as a part of the NuRD complex, the MTA3-NuRD-HDAC1 complex has been shown to modulate the expression of genes responsible for primitive hematopoiesis such as scl and lmo2. In conclusion, the MTA3-NuRD complex may be indispensable for commencing hematopoiesis and provides a connecting link for primitive hematopoiesis pathway and blood homeostasis in higher vertebrates [56] . However, more research is needed to follow these early observations. The MTA1 has been also shown to modulate the differentiation of human mesenchymal stem cells along the osteogenic lineage as this process is profoundly affected by knocking down endogenous MTA1. Experimental depletion of MTA1 in human mesenchymal stem cells leads to increased calcium deposition as well as expression of osteogenic markers, including bone sialoprotein, osteocalcin, collagen type I, etc. [57] . This study points to a potentially yet-to-be discovered function of MTA1 in bone remodeling and differentiation that uses more complex model cellular models and whole animal models.
Conclusions and perspectives
Owning to an inherent importance of MTA-chromatin remodeling complexes in gene transcription and differential expression of MTA proteins in certain organ systems, the MTA family of proteins is believed to exert physiological functions via modulating the levels of their target gene products and their associated functions. In addition, the levels of Mta transcripts and stability of MTA1 are changed by extracellular signals either directly or indirectly through modifying enzymes, epigenetic components, and DNA-binding factors. Therefore, any natural or signal-dependent perturbations in such molecules could potentially impact the steady states of the MTA family of proteins and, hence, the resulting physiological functions. Many of the biological functions of regulatory proteins such as the MTA family are likely to be further governed by their subcellular localizations and dynamic change in response to extracellular signals. Because the levels of MTA1 are not only high in rapidly regenerating tissues such as the liver and testes but are also in tissues with low or no proliferative potential such as the brain and kidney, it is obvious that MTA1 physiological functions are not necessarily intimately connected with the proliferative potential of the cell types in question. We have attempted to illustrate this unique property of MTA1 by a few examples of physiological functions in experimental model systems (Fig. 2) in the preceding paragraphs in this review. The current data also imply that the nature of upstream signals and/or determinants of expression of the MTA family of proteins is expected to be different in the target organ systems.
Based on the growth of exciting new facets of the MTA family of proteins in biology and medicine since the first MTA1 publication in 1994, it is tempting to speculate that the next burst of findings in this area may reveal the significance of the MTA family of regulatory proteins in both normal physiological functions as well as pathological conditions outside cancer. One of the major challenges for this goal is to take findings from experimental model systems to large vertebrates and humans. It is our hope that the MTA field will continue to generate ever greater interest in academic and therapeutic-based laboratories.
